the oral mucosa is studded with vesicles which rapidly ulcerate and become secondarily infected. Healing takes place in seven to ten days.
The last form of oral ulceration is that which is most often known as 'recurrent aphthous ulcers of the mouth' although a formidable number of synonyms exist. It is a common complaint, indeed a survey a few years ago showed that about 1 in 5 of the population suffered from it in some degree and at some time. It is rather more common in women than in imen and usually makes its appearance between the ages of 10 and 30 years although in about 10% of women the onset is delayed until after the age of 50 years. A family history is common.
The ulcers are usually multiple, the oral mucosa lining the cheek opposite the upper molars and within the upper and lower lips being the sites of election. The tongue, fauces and pharynx are often affecled as well but only rarely the ocular and genital mucose. Individual lesions are circular, oval or irregular with a grey or yellow base, a diameter usually between 2 and 5 mm and a surrounding zone of hyperxmia. They are extremely painful but unassociated with any general disturbance. They usually heal in ten days. In many patients, a regular, periodic tendency is evident; in women the cycle is usually less than four weeks; in men periodicity is less marked but when present the cycle is usually three to four months.
The cause of this curious malady is quite unknown. All efforts to incriminate a virus have failed and, in particular, herpes virus is certainly not responsible. There is little evidence that in these patients other mucous membranes share the vulnerability of that lining the mouth, although aphthous ulcers are common in those with malabsorption states and with ulcerative colitis. Environmental or emotional stress often appears to precipitate attacks. In one large series 40 % of patients claimed to attend church regularly which may indicate that this is in the main an affliction of those who are conformist and members of the Establishment. In short our ignorance of the cause of this common disease is profound and is rivalled only by our therapeutic impotence.
It is probably true to say that no other tract of mucous membrane is more prone to ulceration than that which lines the mouth. This frequency is only partly explained by the wear and tear to which the buccal mucosa is exposed. For this epithelium reacts not only like other mucous membranes but also on occasion in concert with the skin. Together with its autonomous disorders these facts account for the complex and variegated clinical patterns which are embraced by the modest title of oral ulceration. erosive lichen planus, erythema multiforme, benign mucous membrane pemphigoid and pemphigus. The diagnosis of these diseases is made in many patients by the associated findings when there is concomitant involvement of the skin and other mucous membranes. But there are still a number of patients who present with only the oral manifestations and who, even after a complete examination, fail to show any other involvement. They all present with a history of chronic recurrent oral ulceration and, apart from pemphigus, the clinical features are more diagnostic than their histopathology. The basic lesion in pemphigus is an intra-epithelial bulla resulting from acantholysis of supra-basal prickle cells while sub-epithelial bulke form in the other three conditions with equivocal histological findings.
In the mouth, bullous lesions commonly present as erosions or ulcers through the result of trauma and secondary infection. These ulcers are of the smooth type, unlike the crater-form type described by Professor Kramer (p 458).
Atrophic Lichen Planus
Of the four conditions I am considering this is the most common and a cause of considerable discomfort in the older age groups. Patients may present with a history of oral ulceration over a number of years, with the same ulcer often persisting for months. This type of lichen planus does not necessarily follow the more commonplace and symptomless form, nor in fact is it necessarily associated with skin lesions. The association with emotional trauma is not always so marked in these patients as in the younger patients with their more acute eruptions. The tongue and cheeks are most commonly affected by the ulceration and the gums and lips less so. The ulcer is smooth and rarely preceded by an initial vesiculation. There is little tendency to bleed and the ulcer is not as painful as it would first appear, except when the lips are affected. The adjacent mucosa is atrophic and erythematous, with a linear pattern of white papules radiating in different directions. These marginal striae are very characteristic of this type of ulceration and are most marked around the ulcers of the cheeks and lips. The ulcers may be up to an inch in diameter and generally affect the mouth symmetrically. On the tongue bare areas devoid of papillk with leukoplakic-like lesions are left where formerly there was ulceration. In longstanding cases the picture can be bizarre, mimicking tertiary syphilis.
A number of case histories have now been recorded in the literature where a cancer has developed at the site of a previous atrophic lichen planus, and my experience now includes two such cases. This is not really unexpected, since it is the atrophic mucosa which must be regarded as the pre-cancerous condition, and this is so no matter whether it be lichen planus or leukoplakia superimposed upon it.
Biopsies taken from near the ulcerated areas are of very little help in making a diagnosis, but from more distant fields the characteristic pattern of a dense band-like sub-epithelial infiltration of lymphocytes below an atrophic epithelium is found.
When the natural teeth are present the condition known as desquamative gingivitis is a common accompaniment of atrophic lichen planus. This condition is depicted by well-defined areas of erythema, often sparing the gingival margin. Close examination of these areas shows the mucosa to be extremely atrophic looking and friable. Small vesicles may sometimes be seen as well as persistent ulcers and occasionally the white papular pattern of lichen planus is observed. These are the gingival manifestations of atrophic lichen planus. Nevertheless, a similar clinical condition is noticed in association with a variety of diseases and especially with benign mucous membrane pemphigoid, although in this condition the vesicles and bullk are more in evidence. The histology of this form of desquamative gingivitis is generally most unenlightening, with the epithelium separating from the underlying connective tissue very easily. The chronic inflammatory infiltration of the corium is quite nonspecific.
A 2 % aureomycin mouthwash, three times a day for three days, is almost a diagnostic therapeutic test and with few exceptions the ulcers clear up completely or are reduced very much in size within a week. Steroids locally in the form of tablets containing 2X5 mg of hydrocortisone hemisuccinate given four times a day often keep the mild cases under control; if not, systemic steroids are indicated. Dentures must not be worn until all ulceration has ceased and even then great care must be taken to see that the dentures are well-fitting. Even although the ulcers may cease the atrophic mucosa remains and exacerbations occur from time to time. In those patients who have had ulceration for many years there is such a degree of submucosal fibrosis that the cheeks lose all suppleness and appear as a tight band stretching from the upper buccal sulcus to the lower, thus making it almost impossible for the patient to wear satisfactory dentures without further trauma and ulceration.
Erythema Multiforme
This acute and self-limited dermatosis, often showing a tendency to recurrence, is a relatively common condition and may attack the oral mucosa alone. While all can recall individual cases that follow drug therapy, for example, in the majority the cause remains unknown. Other cases may follow about ten days after a primary or recurrent herpetic infection affecting the lips. The onset is explosive and may be associated with severe signs of toxicity, the whole attack lasting about fourteen days. There may be involvement of the conjunctiva and the external genitalia. Iris-like lesions affecting the palms of the hands and the soles of the feet make the diagnosis relatively simple. Nevertheless, there are a number of patients with recurrent attacks that involve only the oral mucosa, and here the differential diagnosis must be made from an acute herpetic infection.
During the first few days of each attack the patients are febrile and in great discomfort from the oral lesions. The cervical lymph nodes are palpable but not so enlarged as in a herpetic infection. Large shallow erosions covered with hemorrhagic fibrin sloughs affect the lips, dorsum of the tongue and cheeks. In most cases the oral lesions heal within two to three weeks without leaving any scars or pigmentation. In the attack almost the whole of the oral mucosa is erythematous and cedematous but generally sparing the gingive.
The constitutional upset is greater and the lesions are more florid in erythema multiforme than in herpes simplex. Bullk, when they form, are solitary and larger, and break down into shallow erosions covered with hemorrhagic crusts. Epithelial smears taken from the bulle fail to show the characteristic changes found in herpetic infection, and show only inflammatory cells and a few normal epithelial cells. Two further points of value in the differential diagnosis from a herpetic infection are that the gums, commonly affected by a herpetic infection, are usually spared in erythema multiforme and the cervical lymph node involvement is not so marked.
The histological features of erythema multiforme are equivocal and their value is really in exclusion of other bullous eruptions, namely the absence of acantholytic cells of pemphigus and the balloon cells of viral infections. Thus, pemphigus vulgaris would be excluded by a slower onset, its less inflammatory nature and by its persistence and the finding of acantholytic cells. Benign mucous membrane pemphigoid also develops slowly and in many cases is accompanied by characteristic conjunctival lesions and gingival involvement is a much more constant finding.
When erythema multiforme is limited only to the mouth, again a 2 % aureomycin mouthwash, three times a day for three days, is generally sufficient to make the patient comfortable and help the initial lesions to heal. After that, local steroids, in the form of tablets containing 2-5 mg of hydrocortisone hemisuccinate given four times a day, again are most useful for the following ten or fifteen days.
Benign Mucous Membrane Pemphigoid
Benign mucous membrane pemphigoid is perhaps one of the most distressing conditions of all to affect the mouth of elderly people. It is a bullous eruption with a predilection for mucous membranes. This disease runs a chronic benign course, but severe scarring may result. The mucous membranes alone may be affected and besides the involvement of the oral mucosa the conjunctiva, with few exceptions, is involved as well. The ocular lesions often show as vertical or oblique adhesions across the palpebral and bulbar conjunctiva and the lids become attached to the eyeballs. Eventually, if the condition is not arrested, epithelialization of the cornea may result, with loss of vision. Other mucose are affected, namely the nasal, pharyngeal, laryngeal, cesophageal, genital and anal. These patients often have a hoarseness of the throat and difficulty in swallowing. Only a few discrete lesions affect the skin and these mainly involve the face and scalp and other specific areas. The skin lesions sometimes leave scars and, in the mouth, adhesions may occur where two mucous membranes meet, such as in the buccal sulcus and in the region of the soft palate.
One of the most characteristic findings in the mouth is the predilection for the bullk and their resultant ulcers to affect the masticatory mucosa covering the alveolar ridges and the hard palate. The affected mucosa is erythematous and shows occasional vesicles and bullae. These bulle burst and are replaced by thick white areas of necrotic epithelium. These areas may be up to half an inch in diameter and are far less painful than in pemphigus.
When teeth are present the clinical picture affecting the gingivxe is similar to the desquamative gingivitis of lichen planus, except that bullk, and ulcers resulting from the burst bulle, are more in evidence. The condition is not associated with much ill health and the disability is mainly related to the scarring, be it in the eye, the mouth or other mucosal surfaces. The main condition that benign mucous membrane pemphigoid has to be differentiated from is pemphigus. In pemphigus the bulle are more friable and the burst bulls appear as tags of surface epithelium and not as thick white patches. Furthermore, in pemphigus there is no predilection for the masticatory mucosa, in fact rather the reverse. Epithelial smears in benign mucous membrane pemphigoid of course fail to reveal any acantholytic cells. As on the skin there is a tendency for the bullk to form at the same site and to produce the scarring already described. Furthermore, the history in a typical case is often so long in benign mucous membrane pemphigoid as to rule out pemphigus. While the vermilion border and the cheeks are common sites for pemphigus, these are generally spared in benign mucous membrane pemphigoid. In some cases of benign mucous membrane pemphigoid, Nikolsky's sign can be elicited. Nevertheless, it is on histological grounds that the diagnosis can be made between these diseases, for since the bulla in benign mucous membrane pemphigoid is sub-epithelial, epithelial smears show only a few normal epithelial cells, inflammatory cells and no acantholytic cells.
Pemphigus
In both pemphigus vulgaris and pemphigus vegetans the oral lesions may be the first manifestations of the disease and remain so for up to one to two years. Thus, it is important to make the diagnosis on the oral manifestations alone.
The classical picture of an intact bulla surrounded by normal-appearing mucosa, such as may be found on the skin, is rarely seen because of the effect of trauma and secondary infection. Large flaccid bulle, rather like free-floating epithelia, characterize the clinical picture of pemphigus vulgaris. Nikolsky's sign, the formation of a bulla within a minute or two of rubbing the mucosa, is generally present, but not always so. The lips, the posterior parts of both cheeks and the floor of the mouth and ventral surface of the tongue are sites of predilection. Slight pressure on the centre of an intact bulla will cause it to enlarge and spread laterally. The thin white cuff surrounding a burst bulla is characteristic of this lateral spread and epithelial smears taken from beneath these cuffs reveal the characteristic acantholytic cells.
Whereas in pemphigus vulgaris the denuded areas show only a slight tendency to heal, and if they heal, with a normal epithelium, many of the denuded areas in pemphigus vegetans develop hypertrophic granulations, so called vegetations. The cheeks, and to a lesser extent the tongue, may show firm nodular granulations mostly covered by epithelium and deeply fissured. The slightest pressure on the mucosa separates the epithelium completely, leaving a raw surface bleeding slightly. The histological picture is of a slit-like-bulla supra-basal in position following closely the outline of the epithelial ridges. The bulla is not under tension and its lateral margins are acute. Many acantholytic cells lie free in the space. In other fields there are micro-abscesses full of eosinophils and acantholytic epithelial cells. This is a striking feature of pemphigus vegetans, as is the marked acanthosis of the epithelium.
Epithelial smears are simple to obtain but can never replace the need for a biopsy. Many smears have to be taken and the real Tzank cells with round hyperchromatic nuclei and the peripheral condensation of a basophil cytoplasm are not easily found. A platinum loop is used to remove cells from the base of intact bullk or recently ruptured bullk or from the depth of fissures in the surface of granulations. In some smears the diagnosis is almost a low power one with isolated acantholytic basophilic cells. All gradations are seen between normal epithelial cells and Tzank cells. Perhaps the most striking feature of these smears is the profusion of multinucleated epithelial cells, the result of the great reparative power of the oral mucosa, for such cells are not often seen in epithelial smears from the skin.
These patients are treated by my dermatological colleagues with systemic steroids. Nevertheless, extremely high doses are sometimes needed.in the initial stages to control the lesions. The dose of steroids which is sometimes quite adequate to control the skin lesions fails in fact to completely suppress the oral ones. This is a real problem and sometimes patients may be otherwise fit except for the occasional oral lesion.
Oral lesions sometimes persist in a patient whose skin manifestations of pemphigus are controlled with steroid therapy. This gives rise to the problem of whether the' oral lesions are due to the pemphigus or to the steroids. A steroid ulcer took sixteen weeks to heal in a patient on a maintenance' dose of 25 mg of prednisolone daily for severe asthma. It was shallow, shelving, and without inflammatory features.
In a patient with pemphigus vulgaris that had been adequately controlled by steroids, the steroids were discontinued. The problem here was whether the ulcer, or rather a deep fissure at the site of trauma at the occlusal line of both cheeks, was the result of steroid therapy or a recurrence of the pemphigus. During biopsy, part of the epithelium became detached, and, in fact, there was a 'histologic Nikolsky'. Where the epithelium had come away, the basal cells were left behind, and elsewhere there was the earliest sign of separation of the prickle cells from the basal layer. Although there were no obviously acantholytic cells in this section, epithelial smears from the depth of the fissure showed an abundanrce of them. Summary In conclusion then, whereas there is an unequivocal histological diagnosis of pemphigus, the diagnosis of the oral lesions of erosive lichen planus, erythema multiforme and benign mucous membrane pemphigoid affecting the oral mucosa alone must be made on the clinical features. In highlighting these I would like to reiterate the importance in atrophic lichen planus of the white strie radiating from the smooth yellow fibrin sloughs covering the shallow erosions on the atrophic mucosa, together with thepicture of desquamative gingivitis; in erythema multiforme the acute febrile disturbance and the himorrhagic nature of the ulceration with the predilection for the lips, tongue and cheeks, sparing the masticatory mucosa; and in benign mucous membrane pemphigoid the predilection for the masticatory mucosa of bulli and thick white sheets of necrotic epithelium and the almost constant association with the conjunctival lesions. The terms 'aphtha' and 'aphthous ulceration' appear to date back to Hippocrates, and they have been used in varying and often conflicting ways since that time. Nowadays the terms are usually used to indicate the state in which there are recurrent crops of painful ulcers of unknown etiology affecting various parts of the oral mucosa. However, within this broad group, a number of relatively well-defined conditions or variations can be detected.
First, there are those patients who experience recurrent crops of one to four ulcers affecting the non-keratinized mucosa and lasting for seven to fourteen days. Then there are the patients who have recurrent attacks in which there are up to twenty or more ulcers at a time, and these are not confined to the non-keratinized parts of the mouth. This condition or variation, sometimes termed 'recurrent herpetiform stomatitis', is more usually included under the heading of 'aphthous ulceration'. Thirdly, there are the patients who suffer recurrent attacks in which there are usually only one or two ulcers at a time but these are deep, destructive, and may take six or more weeks to heal. Both in this condition, often
